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(54) nf^O^m^i 7^ J SJiLSMfil«i«: 



o 



o 



R* 



(57) Abstract: Aminobenzoic acid 

derivatives represented by general formula 
Y_p3 (1) or pharmaceutically acceptable salts 

^ thereof which are usable as VEGF receptor 

, . antagonists, in particular, remedies for 

( 1 ) diseases in which VEGF participates wherein 

R' represents hydrogen. Ci.6 alkyi, etc.; 
R^ represents hydrogen, Ci.6 alkyl. etc.; R^ 
represents C8-25 alkyl, etc.; R^ represents 
hydrogen, OR' or COjR^^ (wherein R' and 
R^^ represent each hydrogen or Ci.c alkyl); A 
represents S(0)qR^5 [wherein q is O, 1 or 2; and R^^ represents Ci^ alkyl, phenyl (C,.3 alkyl) or (CH2)mOR*^ (wherein m is 2 or 3; 
and R'^ represents hydrogen or methoxy methyl)], etc.; X represents O, a single bond, CH^-CH or NR^' (wherein R^' represents 
hydrogen or t-butoxycarbonyl); Y represents O. CONH. NHCO or NR^s (wherein R^ represents hydrogen or t-butoxycarbonyl); 
and n is an integer of from 0 to 15. 
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(57) mS^: 

( 1 ) 




»3^tJfR'"'{i7K5^Jji^X{iCi-67';i/:^p;^a) x Aa:S(0),R" (ciciTx qliO^ 

lX{±2T*fet). R'^tCi-iT)l^)im. y ^~)l^Ci-zTJV^)V&5lii (CH 
2) mOR" (mti2X(i3. R^'tiyXmii^XJ*^ h^->^5^;i'*) Xt* 
O. ^Ijg-a-s CH = CHXttNR" (R"t±*^il^Xttt 
;i/ST'^-5o ) X YttOx CONHs NHCOXttNR" (R^'ttzk^M^Xtt 
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n^f s V E G F ^^i>^mm\ (zm-t^o 
:^mmi±. B^m^(Di^^mm i'^mw- 11-188271 *jctt;^#ii^ 1 1 

- 1 8 8 2 7 2) izm-^ < *®T-$> ^^B:*:miiil®iBtt[^^(i:*:BJiM«®- 

VEGF (vascular endothelial growth factor) liJfa.^\^&M^izmtt)Xl^ 
SIS cDiS V S^T- $>t)s VEGFi:^ CDg^Wi^^^ W^J3^Mff^fj!c=^d: if© 
^Se^'5;Jfil^if^{3^V^-C4"t^e^]^^Si!l*llfeUTV^^o VEGFCDS^i*:^ L 
T(iN F 1 t — 1 (fiBS-like tyrosine kinase) &XJ^KI)R (kinase insert do 
main containing receptor) A^^^^tlTl^^S (Advances in Cancer Research^ 

me im. ^2 8 in-ms 1 en. 199 5^) o 

{^mWV '^^^^ mBM^ (Advances in Cancer Research^ II67#. ^281 
M-II3 1 6M> 1 9 9 5^) tjih^CD^miz^i^tiimmtjiSkmMi^iZ'hf^'M 

ti-CV>5o VEGFi:^©Sg:ft:{±. ifli^if^;^iJt"r-{i^ <s M^iSf* 

/Liilc*)H#UTVN5c:i:35)S^^nTV^:5o VEGFtz J:5Jfiim;S3il47tai(i^ 

m^^mM^^'^m.stanmm.mm^com^m (j.cnn. invest.. ^io4#. 

6 1 3M-mi 6 2 OM. 1 9 9 9^) ^A^^n 

bfc*soTs vEGFt^(D^^i^t<Dm^^mm-r^<^miiis vegficj: 
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^mMcDit-^mt. TiB^ ( 1 ) 



(1) 

:^—}lCx-3TJ\^^Jl&. CH2CO2R' (C:CT*> R^lt^mJ^^yLitCi-^T)V 
=3r;V*T-feSo ) XtiCHzCON (R") R' (ddT*. R'RXJ^R''lt^Mtl7i(. 

r'{±c«-2st;v^;u^. (CHz) PCO2R" (ci^t-s p«i~2 0©Sig(. 

R"{±7K^J^^X{iC.-6T;i/=^;b*l:fe^o ) T-^^ti2)SX{± (CH2) 3CO 
NHCH (R'') CONHR'' [:IC1T% R ' '{iTK^I^^XJi C H 2 C 0 2R ( 
dd-?:. R'^tiTk^M^XidlCi-sT'^l/^Jr^I/STfeSo ) •??^^ni)aT'$> t)> R 

Rn±7jc^Jii^^ OR'x{±co2R"' (ci::t\ R'su^R^'tt^n^zlc^i!^ 

AJiS (0) <,R" [dCT's q{iO^ 1X{±2T$>^)^ R "{iC i-er;!/:^-;!/ 
7ai::i;i.c.-3T;i/:^;i'SX{i (CH2) mOR'" m{±2X{i3-efe 

m^ti^m. TSB^ (2) 
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(2) 



[^tfx R^'ltTkmrn^. C02R'\ CH2C02R'\ CHzCHzCOaR^'X 
(±CH = CHC02R" ClClT's R'\ WRUR^'it^fi^MMmi' 

R^' (az-c. R''(i7KmJ^^XIiC,-6T;i/:^;i/aT-$)^o ) T-^^ns*T-^ 
t). Y'{±Os SXJiNR'" (dCLT. R"'{*zK^M^X{ACi-6 7';1/:3f;1'ST'^ 
So ) T-fetJs ZtiCHXttN-^feSo ] ■r•^^t^5^^ XttTIB^ (3) 



X{±0. #3^^. CH = CHXttNR" (dClT-s R"(izk^Jl^Xii t 
Y(iO. CONH^ NHCOXtiNR'* R' *{izK^Jl^ X(± t - :7" 

©r;i/^;i/»?g:?gii*Lx «?iJx.H£^5^;i/Sx rnt:;i/*. -i'vt'pi^;!' 

>^^;bSs -fv:/^;!/^ t-y^;i/^ ^>^;i/Ss 'i'v^>^;va. l 

^if e. tis o c 3- 8 ^ D 7';u3>r;i/ c . - 3 Tji^ji&titmmm'i'm 3 - s © ^ 




(3) 
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^^^'rZ/)\^m. 17 -;<^)V7i-C7^y=iyJlA. 17, 17-i?^^)V 
^^^y^fyjl^^ ^>^rJi/;i/^, 2 3-^^)Vy'h^^->)\^&. 2 2, 2 2- 

tji^(Dmmii(Di^. mm. i^:3.^m. %m. msm. y^-)\^m. -^v^ym. 

A :t > ^ ^ > ^ ® ^ '5; i:' >t)^ w ^ n a o 

(1) ^3^5V^Ts AtiS (0) ,R" (cctn qSU^R'*{iBfit3i:lBlit^-e 
$>5o ) T'^^nsaXiiTiB^ (5) 



(5) 




W8 
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{zzr-s R'UtC^-s-r}V^)V&X'$)^o ) XM^ti^&XltjS: (5) T-R";!)* 
C02HT•fe!9^ R^A^zR^j^^T'^^aT-fe^o 
*fc:^ (1) {3*^^^T^ R'<i$?*L<a:7K^/i^X{iCi-6r;i/^;uST'* 

So 

^ (1) fCiJVNT. R*{i7X^M^*s»*bl^o 
^ (1) {r:fcV^t:x COzR'^ttTIB^ (4) 




(4) 

{3^>T{iiSAs$F^L<> ^e>{c^ (4) {::43{t*A(iTf3^ (6) 
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CO2R1 '"^"^ CO2R1 ( 9 ) 

( 7 ) 



CO2R' (10) 

^C02H y-r3 
(10) CF3CO2H ' - ^ 



(R=CH2C02R' ) O p 

C02R1 (11) 



r6 0 I 

NHC^ (12) ^N-R'' ,=^Y-R 



,_^NyCH2)„-X-^ 



(11) r^^^ 0 

CO2RI (13) 
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^( 7 XDit-^mt^i 8 XDiDJl^^ymit-^^m^L. ^( 9 )X'm^tl^:^m 
BJfb^ti^lS^o m-^mt\^xi±. 1- [3- ii^;^^jvrs.>f) roi^;i/] - 

ffiv^f>nSo xfijS; (8) ©:^7>»^^>^$-^fl^nffll^e>ns:^?^{3T^/^o'If 

tiZ^^X^^ (9) ©^^B^CD'fb^tl^ff i)^i:5!)^T-#'i.<, J^a^UTttfU 

1 OcD^b-^i^ca-^RifjsCHzCOaR' o-fb-^tHis Jg'fb^^ix>-feh*® 
(1 1 )®*;i/7t^>^'fb-&tiJ:t-^c:^*s-^#§o 

^( 1 1 )(Dti}i^^>mit^mtm'^m^^r. 1 2 >i:sjj&^-a-T 

^( 1 3)©7'^ K'fb-^^^ft'&cl^is-e^So M^^JhbTlis 1- [3 - (i^ 
^^)VTXy) T-ot;!/] -3-^^;i/*;u^i;>r ^ FJg^^i: 1 -t Kd^S/ 

^ (14) ©fb-^t){i> R'^t-Bu. X*iN(C02Bu-t)-Cfei)5^ (1) CD 
^b-^ti&i^<b/5^^>«:i:*®Sf&tc^?SI4«:^iS£4'x h >; oS^^^ii'cD^ 

^ (15) ©-fb-^J^ti^ R'*st-Bu> Y*sN(C02Bu-t)-r-feS^ (1) ® 
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^®#^£T -a-T ^i 5 i: AST- # 5 o 

^(16) ®'^b^!^^i^ A' ASS (CH2) mOCHzOMeT^)^^ ( 1 ) (Dit 

^^^^^ y~}ltii}^(Di&m7')lzi—)lt9- h^b \'ny^>ti:h^(Dm\t^^!^(D 

M^mm^. ^m. mm^ mm. h')yMummji^<Dm(DW^yizi^m^'& 

T- D > Xtt R ' AS* T})y^)Vmi: S ^^^^H^cD-fb-^i^tC^ < C h AST # 

So 

^fc. A' AsSR"'T-feS:$:%H^©<b^i^{is m^^b >^ifO-SJJ&{c^rS 
^^^PD5iSmS^:feif®^<b^JT*^<bLTA' ASSOR'^'Xti 
S0 2R"'T^S*^B^<b^^(3#< ChAST-#?)o 
2) AAS^ (2) Xtt^ (3) T^^tlSST^?)il-& 

^JilL-r±i3^ (1) Vl^n^At^^ (2) T^^nS«T-feSJ®^t:oi\T 

$l^<R'TfeSo 
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^(17) (Dit^mt^ (18) (D-vtiit^^mi&w^r. RTj'mmm(D 
mwL. ^(19) (Dit^^^m^o ikmt\.x\ts mmtio^^^s j^^^^hu 

ie:>S{i^&l^T^ ^(19) ®>fb'&!^<^MT;U3jp;L'/\D>y>'fb#3hig»#4Tv 

R'lfiTJl^JVmx^^^ (19) (Oih^^n^o m»i:LT{i> J^^^U-^A. 
J^^:^h'J'>A. J^^7Km:^h U-^A. J^^TK^^Ue^A. J^^-fei-e^A*; tfAs 

^:clT-^#^>tLfc^^( 2 0 )<z)'fl:^ti<&^( 2 i )©*;i/7}?>^j;|g^^-B-. ^(22) 

(D:$imM(Dit^^n^o m-^mti^xit. i- [3- (i^^^^i^r^y) ru 
^^i«^ir*sfflv^e)n-5o xti^ (2 1) ©*;l/^*>^^-jfea«]{cffll^e,tl57^ 
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12 

TJ\y^Mt^tltz^^mit'^ (2 3) ^&^§SC:i:*ST^'2>o Y' ^^NHT-^^-S 
it (2 2) cD-fb-^i^fDiyi-^ii. R^ifiTJv^;v&. Y' ASN-T;i/^;i/T-feS2j5:^ 

"AS7K^I^^X{iT;i/ndrS^:b;i/5t?^;i/S-CfeSiCi(2 2 )Si;f^ (2 3) cd:$:^bJ 

±HE^ (1) {3^{t5AA5^ (3) X^^fi^&lr^^^^mcDit^mh^ ( 
2) T'^^nS»(C:}3(tSY*sOT-$>SJ^-^®M3^^i;|5l1^©^f^tcJ;t)iijg1- 

^ (1) -e^^^xsfb^tixtt^©^m±i^^^n^ms ±favEGFg^ 

E G F ) (Dm-^^mmr^ :ifcl3j;t)VEG F«c#t4©JflimF«3JS»tim=&PlS 
Mif^*Pfi^t-S^O-Cfet). *feVEGFfc:J;SifiiWj^5H47tji*PI* 

d^T-. vEGF*iH^-r i.j^s;5co^^fi^5^t^^{±. mxi^. mmm\i.mm& 
MRumm. ^m. TT^p-A^ib^ ^^Jk^wmmmm. Mmm^m\f^m. um 
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13 

«ij^^>M{3:fci/>TTOi*i©vE G F u^)i(D±wtmm[^(Dmnti^skm 

m^t(DmiZiE<Dmmm9hi^$>^^tii^n^^tlX\,>?> (New Engl.J.Med.. ^3 
3 l#s ^14 8 OM-mi 4 8 7M> 1 9 9 4^) o ^tz. D-JKDmmm'ey' 
;H3iJl^-cmv E G F ffJ^P^y o-i-jimi^com^^^-^lz^ ^)VEG FMt4* 
?PMrSi:ifilWi&f^AS}in$iJ^tl5:iil (Arch.Opthalmol.. Bl 1 4#. ^6 6M 
-^7 IHs 1 9 9 6^). x''>X©i^M^te^5=;^{Ci5V^TVEGF©i>^7:^;^ 
lE31PIS^J®4^-^{3j;t)i^MMif^*s?P*J^n^:ih (Am. J. Pathol.. ^15 
6#. me 9 in-mi 0 7Ms 2 0 0 0^) *s«^^nTV>So J.:il±J:>). V 

^mF}rlzti\,>XVEGF<om^ifim:KLX\^^Ztifim^^tlX:3o^ (J.Immuno 

1.. mi 5 2m. m4 1 4 9M-m4 1 5 1 9 9 4^) . mmow^mizv 

EGF*sgii<M#LTV>5CIt3&s^f^i^^ti-Cl>^o v n ^ > TO 

i^^^7^;i/-r-(i. iKVEGFrnami^^izx^mm^mim-^m^^tixi.^^ (j. 

Immunol. > ^16 4^. ^5 9 2 2M-^5 9 2 7M> 2 0 0 0^) » 

V E G F {±. s,t4 Mjs jfiiw® if ^ ^zis\.^x^mmtJimm%^tzLx\,^^t%^ 



wo 01/02344 PCT/JPOO/04406 

14 

iE>tlTl^S (Biochem.Biophys.Res.ComIlI^n.^ 111 6 US 5 5 8 

1 9 8 9^) o 

vEGFji. m^v>^m. rmmMs mmm^jii^ommms 

(Nature. 113 6 ll8 4 1M-m8 4 4Mx 1 9 9 3^. Biochem. 
Biophys.Res.Commun.. ^18 3m. mi 16 7M-^ 1 1 7 4M^ 1 9 9 2#) o 

mmmmt^ ^ m^i^ ntzv egf ibL'M\H^mmznmmiz^^-r^ ^ d i/ > 

(Dmmi:i <t SM«®ii5iX{i^^ {v:M# b T I ^ -2) ^ tiTl ^ -5 (Oncogenes 
msm. ms l 9M-^5 2 4M. 1990^; science. ^2 5 5#. ^9 8 
9M-^9 9 IMs 1 9 9 2^) o 

ttm^^tiX^^) (Nature. ^3 6 2^. ^8 4 1H-^8 4 4M. 1993 

V E G F (i. ^®ifiim3iiH4/Litftffl {3 ^^nm(D§^^izm^-r ^t%K.^ti 

T*5D. ■^'i?;^fle^£ftJfil^:7^;^^3:}3V^T^ V'i7;^VEGFg^<*:iS^>^^^ CmF 1 

t (1-3) ] hi gG(Dm-^^>^^^cD^^izx^mnmRxj^mm(Dm\ifim 

S^tlTV^S (J.Clin. Invest.. HI 0 4#. HI 6 1 3M-H1 6 2 OM. 1 
9 9 9^) o 
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*^0^{3^^<b^i^©ig-^M(i> fifeA<^?^^-r?)®-^T- lBl~2000mg 
{m'&.V^m.^^ <fc o T MSti^T 5 :i i: AST* # 5 o 

imm 1 ] 

4-t: h'D:JrS>^,iv#^p<^;i/:i^;^7';i' 35.5 g Zifcr>' 2 - ^ D P - 5 -- h O 

50.2 g ^n, N-i^p<5^;u*j;i/AT^ K (dmf) 5 

00 ml \zmm\.tzmmzmi\^mmti')^2^ 48.4 g *ap^. s o-ctzTs^p^m 
nvk. m7mmy^^i^^i^vixmM\.fzo mm-^ms.-r^^\^xnfzn^mm 

;^{3TII3^^u^ 2- (4 h=»ri>':t»;v:t^-;i/7:iiy Jri>) -5- 
- hDS,ilS^p<5^;U:i^:^7^;i' (ill;^ : 1 0 3~ 1 0 5'C) 67.7 g^fffe (TIB 
SJS&iC (24) ) o 



MeOgC. 



NO, 



MeOgC 



DMF 



COgMe 



CO^Me 



(2 4) 
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±iSS/i&^ (2 4) -^mtzit^^ 11.6 g 300 ml iZWM^'^tc 

m-^^l^s 1 0%/^^i;>^7A-j^^ 1.00 g ^Jnx.T7K^#H^T> ^S(IT2 

4 6°C) 8.53 g^fifc (TiaS/^Sj!^; (2 5) ) o 




(2 5) 



±i3S;;&iC (2 5) xntzit^m 3.88 g s 3 - (4-^^^7^i/;U;t:3pi^7 
i-;u) y'v}^:t>m 5.40 g s 1 - t Ho^i/^>\; h ^}T^J—))/im\^ (H 
OB t • H2O) 2.37 g - [3- {^J?^^)VT^ y) T^D tVl/] -3-a: 

5^;i/:^3;i/;i^i^-i' ^ H^^^ 4.95 g ©rg-^t/tN, N-i^^5^;bJj^;i/AT^ h' 1 
50 ml ^iPX-s 8 O'CtCT 7^P^}i#Ufco Sii&M(C7k^Aa^-CB^^Ji^;i/{CT 

m^^msrfm^hxmzU^Mi^^y'^)ti^)vi:j=7i.^u-?v^^y >(- (-^ 

^b^t)l : 9 3-9 5'C) 5.02 g^ntz (TH3S/i&5^ (2 6) ) „ 
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COjMe 

fb^t) 1 (26) 



im^m 2 ] 

3-t KD^S^^,i>S^^5^;i/Ji;^5^;i/ 35.3 g ^il>*2 D p - 5 h P 
^^^^?^^)l:^^y^J\^ 50.0 g <^N, N-i^^5^;^;l-^;^AT ^ K 400 ml tz?§ 
PLfc^^StZ^TkJ^^^Ue^A 48.1 g ^JIJP^. 8 O-Ct-CSB^P^m^bfco S 

;i/{3T^?^^b> 2- (3 h^i/*;i/:^f-;i/:7xy -5--hP$a 

(ill;^ : 9 7-9 9°C) 75.4 g^mtz (Ti3S^&^ (2 7) ) o 




(27) 

±fiBSii&it (2 7) xmtzih^ 75.1 g ^^9>^-JV 1500 ml 
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-^l/^xy^v-) ^^mmj^^Jl^^T.y')^ 68.1 g^ft;^c (TIB 
^a^.^ (2 8) ) o 




(2 8) 



±IBS/;&5C (2 8) -antzit^^ 2.09 g s 3 - ( 4 ^7^S/;i/:t:^i^7 
:c-;u) ra f;t>^ 2.90 g . 1 - b H D^i/^> v' h U T^^— ;i/7Kln«^ 1. 
06gSt>*l- [3- y) rPtf;H - 3 -:i:.5^;i/:*3;i'^:i^-r ^ K 

2.01 g ©S-^i^tlN, N-i^^5^;^7j^;i/A7'5. K 25 ml SSPXs 8 0»C 

^feMfia^^i^U^'if^l/^^A^DV (^DD:tc;i/A : B^^rc5=- 

;^= 2 0 : i{zT?§m) izxmmm. ?^^y-Mzxm^^i.xit^m2 {M}^ 

: 9 0~9 2-0 3.45 g^mti (TfE-SJi&^ (2 9) ) „ 




COgMe 



<b^^ii2 



(2 9) 
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RSI 




H 



Y 

o 



COgMe 



(3 0) 
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^1 









n 


X 


r33 




it-^^ 3 


COjMe 


H 


2 





C18H37 


51-53 


it-^^ 4 




COaMe 


H 


2 





C18H37 


144.5-146 


it-^m 5 






H 


2 





C18H37 


71-73 


it-^^ 6 






H 


2 




C18H37 


106-110 


it^^ 7 




H 


2 




C,8H37 


96-98 


it-^m 8 






H 


2 




C18H37 


111-113 
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%2 









n 


X 


p33 




<b#1«j 9 




H 


2 


— 


C18H37 


116-118 


10 


H 


MeOgC O 


2 


— 


C18H37 


96-98 


\t^% 11 


H 


COjMe 
MeOjC O 


2 


— 


C18H37 


90.5-91.5 


12 


H 




2 




C18H37 


101-104 


13 




H 


1 




C18H37 


114-115 


Kc^% 14 




H 


3 


0 


^16^33 


94-96 
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mmmi(7^]^iit^^ (24) tmm(Dmm:^^^mi^titz2- i4-^h^iyt! 

1.75 g (Dm^^iZ>( vyuKfVTJlu—)]/ 3 ml RXJPi^<tT>^-r^ Ay^m^ 
{mtT>=E=.^K 0.05 g . tK 0.95 ml ) *Jnx.. 8 S'CfciT 1 O^^jt^L 

^ntz (TH3Sii&^ ( 3 1) ) o 



COjMe COjMe 
(3 1) 

H^JlOS^&i^ (2 6) hlll«l®^f^(3ct ±8BS^&^ (3 1) xntzit 

^m^'bit'^mi 5 (ib;^ : 1 1 5-1 1 7'C) ^mtz iTm^m^ (S 2) > c 




'fb-^i^ 1 5 



(3 2) 
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mmm 5 ] 

3 izmto 




3 







p35 




it-^^ 16 




H 


89-91 


it-^m 17 


H 




117-119 


<k^!fei 18 




H 


105-107 
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11.4 g JSlXJP2 - yjl:tn - 5 -=. h u^Bmm 15.4 g 

SN, N-i^^5^;i/jf:;bAT^ K 500 ml iz^mi^tzmmzmiK^mti ^) ^ 2 

2.9 g RV^m^m 0.4S2 g ^m^. 1 0 O'Cf^T lB#P^s 1 2 O'Ctct 3 ^P^. 
@#:*5BiUTffi5fef!)ci^ 20.6 g ^mtzo 

±Em^m<^ 20.6 g ^N, N-i^^^)in-^jij^.T^ h* 500 ml izmmvtzm 
mizm7kmm:h *} ^ A u.i g st53'!7<b^^;i/ 19.3 g ^m^. MUizx2m 

(ife;;^ : 2 O 5~2 O S-C) 13.5 g ^mtz (TfBSJi&iC 

(34) ) o 



HOgC 




NO, 

Cu 



CO,H 



Mel 
DMF 



MeOX 



H ' 



DMF 



NO, 



COgMe 



(34) 



ICD^m^ (2 5) RV^&!t^ (2 6) ^ifHIilCDmftJCct ±IBS^& 
(3 4) T-?#fc{b^i^7b^?>^b^i^ 1 9 iMfk : 1 2 8~ 1 3 OX) ^^§;t (T 
tmm^ ( 3 5 ) ) o 
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COjMe " cOgMe 




19 (35) 

[^Mfis^J 7 ] 

mmmetmrncDum^ix^. -^^ (3 6) -e^^n. R''f^m4izm-tm 

■To 




(36) 
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^4 





p3e 




it-^m 20 


' H 


115-117 


it^^ 21 


H 


119-121 



524 mgCDYb-^*^ 1 S:N, N-i^^^;!/?^:;!/^^^ K 20 ml izmm\^tzmmz^ 
\^7i^miti- h 'J -^A (6 0%) 45 mg . ?l Si^^ 3 •^7<b^ 211 mg ^jQXs 

^;b=3 : 2t3T^m) i3T!ffiMm> p< ^ ^ -;H3TS^M UTYb"^^ 2 2 (Hi 
: 6 0~6 2°C) 330 mg^ffit (Ti3S^&^ (3 7) ) o 




(3 7) 
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[mmm 9 ] 

-fb^^ 1 0. it-^^ 1 4Ru^t-^m 1 9 ^m\^^xmMms tmmcD 




COgMe 

(3 8) 



5 







p38 


n 


X 


R^^ 


i!6;^^.(°c) 


it-^^ 23 


C02Me 


H 


2 




C18H37 


33-34 


^k^«3 24 


H 




2 




C18H37 


77-79 


<b^4^!l 25 




H 


3 


O 


C16H33 


78-80 


<b^4^ 26 


XX, 

Me 


H 


2 




C18H37 


73-75 
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immm i o ] 

4.17 go^b'&ti 1 ^j^^y-;!/ 40 muzmm^-^tzm^mz. yi^m^ti- hue? 

ATK^rt {7kM<ti- h >J 2.38 g . 40 ml) ^;!jnxT 8 0°C(CT 3. 5 B$ 

xm^Ltzo m^titzmi^^5 o~7 o'ozxmm^mL. it^2 ? (gi^ : 

2 1 3-2 1 S-C) 3.64 g ^mtz (TIB^i^i^ (3 9) ) „ 




COjH 

^b'&i^ 2 7 (3 9) 



^l^-^*s|l^^tis 1 7 0-CtcTill)!ll<&<^|it)«:lM!R^l^-^'*s|gm^tix 2 1 
O-ClZTlll^Slc^-SllS^t^-^Asm^^tlfco ±MBII*IS^?'JT'f§^nfc<b'&^2 7 
CD2 5-0. 1 2 0"CSU^1 8 5°C{343{:J-S)|&*XSIIl]#f>'^^->*sS^SC 
fl:-&i^2 7l3{i3oo^^f^J1^3j)Si^4£1-i)Ci:AS{it^^ti?^Co 

C^^^iJ 1 1 ] 

6.40 g©<b-&^2^7" h^t KD7^> (THF) 60 ml Sti^:^^ y-;!, 60 
iDl{3!^^^-&fc?g^#3tc. TK^'fb::^ h U -^AtK^?^ (7K^<b:^ h U -i^A 3.69 g 
s 7k 60 ml) ^m^X 6 0"C{CT 1 . 5 ISfP^Jti«|iUfco >5/;&f«{3 1 OVol^m^llU 

^xm^itL. mmLtzmi^^^m^. Ti^izx^^Ltzo m^^ntzmi^^ms.^ 

mLs ih^^2 8 (ail;^ : 2 0 1-2 0 5°C) 6.00 g ^fffc (TIBSjS^ (4 
0) ) „ 
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COjH 

2 8 (4 0) 



mmm 1 2 ] 

-fb^i^ 3 Mb-^t) 2 6 ^m\^^xmmm 1 oRv^mmm 1 1 iimm(Dmi^^n\^\ 




(4 1) 
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*6 









R« 


n 


X 


R^^ 




it-^m 29 


COjH 


H 


H 


2 


— 


C18H37 


184-186 


it-^^ 30 


X 




H 


H 


2 


— 


C18H37 


248-254 


it-^^ 31 


CO3H 


K 


H 


H 


2 


— 


C18H37 


170-173 


it-^^ 32 






H 


H 


2 


— 


C18H37 


163-167 


it^^ 33 






H 


H 


2 


— 


C18H37 


156-160 


it-^m 34 




H 


H 


2 




C18H37 


200-208 


it-^m 35 






H 


H 


2 




C18H37 


215-225 


<b^i|^ 36 


H 




H 


2 




C18H37 


212-216 
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1^7 











n 


X 


R^^ 


i!ll^.(°C) 


it^^ 37 


H 




H 


2 




C18H37 


289-291 


it^^ 38 


H 




H 


2 






214-219 


it-^^ 39 




H 


H 


1 




C18H37 


212-217 


it-^^ 40 




H 


H 


3 


O 


C16H33 


200-205 


it-^m 41 




H 


H 


2 




C1BH37 


198-203 


it-^^ 42 




H 


H 


2 




C18H37 


194-198 


^b^l^S 43 


H 


HO^C S 


H 


2 




C 18^37 


246-248 


^b^l^J 44 


N S 


H 


H 


2 




C18H37 


221-223 
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^8 









R« 


n 


X 


R^^ 




it-^^ 45 


H 


H 


H 


2 




C18H37 


230-235 


it-^^ 46 


^^^^ 


H 


H 


2 




C18H37 


235-240 


it-^^ 47 


H 


H 


H 


2 




C18H37 


247-252 


it-^llia 48 


HO C 


H 


Me 


2 




C18H37 


96-99 


it-^l^ 49 


COjH 


H 


Me 


2 




C 18^37 


56-61 


-Ik^l*! 50 


H 




Me 


2 




C18H37 


125-130 


it-^^ 51 




H 


Me 


3 


0 


C16H33 


127-129 


^fc^l^ 52 


HO.C 

1 

Me 


H 


Me 


2 




0^8^37 


172-177 
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2 _^DD - 5 h P^mw^/^^i'j^;^^;!/ 10.02 g N-i^^^ji 

:^;i/Ar^ K 100 ml izmmiyfzmmz^^r. 1 5%p<^;i/^;u*r^>:^h 
^)rt;Ai^mm 23.92 g *?^Tb^ 3 O'^mWLtzo lR.J!^miZ7i^^m^xmm:^ 

12 7. 5-C) 8.76 g ^mtz (TI3-RJi&^ (4 2) ) o 



CI 




NO, 



^ MeSNa 

DlwiF MeS 



COjMe 




NO, 



COjMe 



(42) 



±IBS/i&i5; (4 2) ffife^b^ti 8.71 g SZJ^t*** 21.41 g <DM^mz-(vzr 
n\^)lT)lzi—;i 20 ml StJflM'fl:T>^r:.i7A7K?^?« (^'fbT^^^-'i? A 0.62 
g s zK 11.5 ml ) ^Jnx.. 8 1 O^F^itr^tfeo ;K£-vfl-&i^{c^ d o 

y-2-^^)V^yr^M.mm/-^)l:^7sy^J]y (ife;^ : 9 6-98-0 7.38 

g ^mz iTtmm^ ( 4 3 ) ) o 
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11 J NH,CI f| ^ 

(43) 

±gB;5iiS^ (4 3) l^ntzit'^^ 2.00 g ^ 3 - ( 4 
xz^;b) rDl^;r>^ 4.24 g . 1 - fc K P^^i^^^V h U T'^/— ;i/7k» 2. 
06gSt>'l- [3- ii^^^jvr^ y) rphvi/] - 3 -Ji5^;i/^;i/:tf5;>r ^ h* 
Jg^^ 3.89 g (Om^^ZN, N-if^^J]/7t^)lAT^ h* 200 ml $AOX.^ 8 0 

mTm^vxmzm^mm^^^ ^-Mzxnf^^L. -fb^^s 3(15;^ : 1 1 5 

~ 1 2 0°C) 3.87 g ^mtz (TiBS/S^ (4 4) ) „ 




EtN=C=N(Ch^)3NMej • HCI 
HOBtHgO 

DMF 



COjMe 



-fb-^tJ 5 3 (4 4) 

±iBSji&s; (4 3) xmtz^t^^ 1.50 g s^;^4-3^^^7^i^;l/3i-^i/7a:n 
;i/g^iK 3.08 g ^N, N-i^^^;i/4^;i/AT^ h* 70 ml izmmvtzm^iz 1-t 
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\iu^i>^^>'J hvr^j-)i7^mm i.23g:Ri>*i- C3- 

7*Dl^;i/] - 3 -ai^;i/*;u:J?i/-r ^ l^iMMM 2.92 g SiD^. 8 0°C{CT 2 . 

8:1: HzxmtH) izxmw^. ^ D P ^J' y -;i/{3TS^^ 

■^^15 4 (il!;^ : 1 2 1-1 2 S'C) 2.59 g (TfBS/i&^ (4 5) ) o 



COgMe 



DMF 

H 



COjMe 



<b^i^5 4 (4 5) 



[^»J 15] 

HJS^^iJl 3i:PI»®^f^{3J:!3. — (4 6) T-^^ti^ R'^-R''. n& 
©ii!ll;M*)*9*l^U^l l{3#-B-r^fo 




(4 6) 
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imim 1 6 ] 

1.20 g ©'fb^i^S 3*N, N-i^^^;i/:^;i/AT^ K 50 ml IzmMLtzmm 
lz^}^y. 250 ul RU^^y^miti- h U "^A ( 6 0%) 120 mg 

^1]uX.i:^Uizx 2mmmni.tzo ^^tza-^-fb^^;!/ 500 ul sr>*?St47jc^ 
jb:^ h U -i^A (6 0%) 120 mg ^M^XMUIZX 3 . 5^F^m#Lfeo 

Tif^i^^ixizx^mLtco mm^mE.Tm^vxmrcm&mi^^i^ ^) ti^ji:fj 

=7 U^u-^V^^V ^— (^^-tfV : B^^ji^;i/ : ^nn:1^;i/A= 1 : 1 : 1 
T^m) l3T*tMU. -fb-^tlQ 0 (ll!;M:6 5. 5-6 6. S^C) 867 mg 
(Tia>Sii&^ (4 7) ) o 



immm i 7 ] 

6.60 g (Dih^mS 4^N, N-i?X^;i/:1^;i'AT^ h* 150 ml {z^g?Lfc^^S 
IZB^it^^JV 1.5 ml S•af?4t42K^'^b:^ h U e^A (6 0%) 678 mg ^MXX 

g*bTf#fe*I4£!g«^<&i^U*^;i'*vA^DV h^7^7^— ('\ar-tl-> : B^^ 
x5^;i/=2 : ItCTM) CctlltMbs -fb^i^Q 1 : 6 0~6 9°C) 5.29 

g ^mit (Th3M^&^ (4 8) ) o 




COJMe 



ih^^ 9 0 



(47) 
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Me 



Mel 
NaH 



DMF 



MeS 



COjMe 



it-^ms 1 



(48) 



(49) T'S^n. R*»~R'". nSUfX*s^l 2{C^t-i^it®-fb^«^9 6 




COjMe 



(49) 
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mi 2 









n 


X 






it^^ 92 


MeS 


Et 


2 




C,gH37 


48-51 


1b^4^ 93 


MeS 




2 


— 


^18^37 


52-53 


it-^^ 94 


MeS 




2 




C18H37 


80-82 


it-^^ 95 


MeS 


CHjCOi^Bu 


2 




C18H37 


55-57 


<b^4^!I 96 


MeS 


Me 


3 


0 


C16H33 


79-81 


it-^^ 97 


MeS 


Me 


0 


CH=CH 


C1BH37 


103-106 


<b^!fel 98 


EtS 


Me 


1 




C18H37 


50-51.5 


<b^!fel 99 


PrS 


Me 


1 




C18H37 


57-58 


it-k^ 100 




Me 


1 




C18H37 


70-74.5 


-fb^ifel 101 




Me 


1 




CieH37 


48.5-50.5 
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immm 1 9 ] 

777 mg (Dit^^9 5$J®fb^^U> 5 ml IzmmLtcmmiZ h U 7;1/:^pM 

T^m) tzTJliMU -fb^^^l 0 2 : 1 0 2-1 0 6-C) 750 mg ^ntz 

(ThHS/S^ (5 0) ) „ 



it-^^ 9 5 CFaCO^ 

CH^CI, 

(50) 1 0 2 

[^M«?y 2 0] 

200 mg (Dih-^mi 0 2<&N, N-i?p«^;i/:1^;i/A:P * K 1.0 ml IzmMLtzm 
miz, A9-)\^T^>mmi^ 60 mg RXfhV:^^)Vr^> 50 mg SN, N-i^^ 
^;i/5i^;i/A7'^ K 0.5 ml IzmmLtzmm^tm^. §l#ic# 1 - t h*D:J|ri'^> 
'J h ^)-r^J—)\y7m\^ 82 mg ^fct>* 1 - [ 3 - (i;^ ^yUT' ^ y ) rn t:;u] - 
3 -ji^;i/:^;b;Jts;xr ^ Ym^^ 117 mg ^iPX-T^TStCT l^P^M#bfco S 

Ufco ^^^MffiTg* bTf#fc*i^fi)ct)<£ U * ^ A ^ D V h 
7^ - (^D07}x;i.A : g^^Ji5^;i/=4 : 1 tT^m) tlTmMt^ -fb^tJ 1 0 
3 (il5;i^ : 1 1 9 ~ 1 2 1 "O 135 mg ^mtz (TiaS/^.^ ( 5 1) ) o 




CX).Me 
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<b^tJ 1 0 2 



EtN=C=N(CHj)3NMe2- HCI 
HOBt H2O 
DMF 



MeNHjHCI 

EtgN 



MeS 




COaMe 



(5 1) 



it^^ 10 3 



immm 2 1 ] 

900 mg (Dih-^mi 0 2<&N, N-i^^ ^;i/^;i/AT^ K 25 ml {3^|^Lfe?§ 
rttcl, 1 -i^ (p-rr:e/;u) ^5^;1/:p5 > 351 mg s 1 -M \^a^i^^>^J 
h 'J ;wzKin#i 278 mg &u 1 - [ 3 - ii^f^ ^ y ) r D t:;i/] - 3 
-ai^;i/:i7;U;Jfs;>r ^ l^mmm 526 mg ^AO;tT 8 O'CtCT 5 I^P^lt**Ufco S 

{p-T-i^)l) H^b-^^ (ill^ : 12 7-12 D'C) 808 n 

g (TlB;S/;&^ ( 5 2 ) ) o 



OMe 



OMe 





NH 



EtN=C=N(CI-^)3NM«j • HCI 
HOBtHgO 
DMF 



10 2 



MeS 



COjMe 



(5 2) 
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^ (5 2) 498 mg 5&Jg<b^^U> 10 ml iZ^mLtzmmiZi? A 

^jv7.jiy^ K 1.3 ml Rxrh^)y)\y:ti3mm 8 ml ^mx. ^uizxAmmm 

^;U= 1 : 9{3T^m) lCT)»S!iU it^mi 0 4 (ife;^ : 1 1 3-1 1 6°C) 
367 mg ^ntz (TH3S^&^ (5 3) ) o 




CO^Me COjMe 



(53) 1 0 4 

mmm 2 2 ] 

383 mg (Dit^f^e 5^m^t^^\yy 5 ml IzmMLtzmmz h U7;b:?|-PM 

5 ml ^mx. ^uizx 2mmmnLtzo Kmm^m&r^^Lxmtzm'jL^m 

^i/^)ti^)\/ti^2x^u-^Y^'>y>(— (^DD;r:;UA : ^^y— ;i/=5 : 1 tz 
T^m) izxmm^. p<^y-;H3TSSlSgLT<b^ifel O 5 (ilii^: 16 5- 
1 6 7'C) 302 mg ^ntz (TIB^K^S^ (5 4) ) o 
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COjMe 

(54) it^m 1 0 5 



immm 23] 

800 mg (D<t^m5 3^mt?^^iy> 50 ml izmm^'^tzn^mz/^^^uv 

(mCPBA) 290 mg ^M^X^Ulzx immmWl^ito ^^{3^ 

^i7nnm^M,mm 33 mg ^:^JPx.^ Muizx3o^mnvtzo ^^^mtzmmmm 
^pvh^^^-f- (i:7DD:i^;uA :g^^ai^;b= 1 : nzxmm) izxmmv. 

it^mi 0 6 (ill;^ : 6 5~6 7'C) 697 mg ^mtz (TIBSii&iS; (5 5) ) o 




O CO,Me 

(55) <b^tl 1 0 6 



immm 2 4 ] 

2-i^DP-5-^^O^^W^t-7'^;^alX7";^^ffll^Tx llite««Ji 3© 

^mS^t (ill;M : l l 2~ 1 1 3-C) ^mtz ("flBS/i&^ ( 

5 6) ) o 
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PCT/JPOO/04406 




MeSNa 




COjtBu 



COgtBu 



(5 6) 



±i3s/^>^ (5 6) ismtzit^^^mi^x. mmmi 3®sj5&^ (4 3) x-^^ 

{M}^ : 7 6-7 8"C) ^ntz (Ti3SJ6&^ (5 7) ) o 



:7iy— ;i/ 15.0 g 5g:N, N-i^^^;i/:t:;i/A7^ ^ K 300 ml Izm 

MLtzmmzmTk^mti u 28.5 g >^^px.fe^. s o°c(zt 1 - >^P^;ri^ 

^S'T^*^ 46.0 g ^Sa^. 8 0°CtT3. 5 I^F^tir#L;/bo ^^mzyK^M^. 

^77^— ('x^itV : : ^nD4^;UA= 5 : 1 : 1 ~ 1 : 1 : 1 

)V:t^^>T-^)> : 9 5-9 7°C) 20.28 g ^mtz (TI3Si;&^ (58)) 




COjtBu 



COgtBu 



(5 7) 
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K2CO3 
DMF 



(5 8) 



±iasji&^ (5 8) T*f§fc<b^i^ 15.0 g ^mt?^^v> 500 ml \.zmm\^fz 

^rSCc h Uji^;i/r^> 8.4 g St>*-J^^s;- 1 11. s g *Jn^. 

■^V^^y ^— ('N^-t^-^ : g^^J:^;U : ^DD;}^;UA= 3:1:1 {ZT^gtB) 
Ul;^ : 6 6-6 7-C) 12.53 g (TlBSJS&^C (5 9) ) o 



Ch^Cl, COjtBu 

(5 9) 



±IBS^&j^ (5 9) xntzit-^m 500 mg $:N, N- i^/ ^;L'*;i/AT^ K 3 
ml t3^^Ufc?grtlC?4tt7km<b:^ h U ( 6 0%) 70 mg <^iP^T^S{3T 
1 O^TO^^N 7'o^6^^^5^;u:i::j^7^;u 370 mg ?£ijax.> ^iS{3T3 0^F^ 

mf^'^. MTkmrn-^^^^i^'^i^izx^mLtzo mm^ML&r^^i.xmtzm^m 

A=4 : 1 : 1 (ZT^iii) tCTMML. l^- t h^i^:ti)in'^-)l-'N- (4 
-2^^l5'7=$/';l/:t=^i/7nl-;^) i^U i^vx^ji/a^j^^^;!/ (i^^ife)|*f4i^K) 4 
71 mg (TiB;Sli&^ (6 0) ) „ 



wo 01/02344 



48 



PCT/JPOO/04406 




BrCf^COjEt 
NaH 



HN ^ 
COgtBu 



EtO 




DMF 



COjtBu 



(60) 



±HBSit>^ (60) rmtz^t^^ 200 mg h ^ b K D 7 ^ > 2 ml Rrf:x. 

^^-ji 2 ml izmmbtzmmiz7Kmih± v v^^T^mm (Miti- h u -^a 9 

2 mg. 7K. 2 ml) ^Mx.. ^UlzX 3 O'^mmnLtzo 7K7K^Sl3T^^a3LJ&:*se>s 

^;i/-N- (4-7t-^^7'i^;i/;t^i^7 3i-;i/) iri;s/> (ili;;^ : 8 9 ~ 9 2 . 
5°C) 170 mg (TIBSii&jS; (6 1) ) o 



±mKm^ (5 7) T•^i:t'^b^st;f±i3Si^^^ (6 1) ■e^ffc<b^^^5£ffll^ 

HJte^^iJ 1 3 (D^m^ (44) X{*^*lg0!l 1 4 ilPI^CDtift^frVN. {b-^tJ 1 
0 7 (^Mfe*6^4t)H) (TiBM/i&^ (6 2) ) „ 




O COgtBu 



THF 



O COgtBu 



(6 1) 
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'NHa |j-'5%Y'°^'8"3' EtN=C=N(C4)3NMe^-HCI 



+ HO^^^ HOBt HjO 



MeS 




O COjtBu 



COgtBu 



COgtBu O C02tBu DMF 



it^<^ 1 0 7 (6 2) 

[^M«?'J 2 5 ] 

4<o^m^ (5 9) trai-«.fe:^^^i5i^®^rt*ffv\ 3 - [4 - {t-yh^ 

3. 5°C) ^lifc (T8B;Si;&^ (6 3) ) o 




•jtBu 



(63) 



±fB;5;^^^ (6 3) T-ttfe'fb-^tJ 2.03 g =&N, N - ^ K 2 
0 ml l3^j^bfc^Mt3?fit47K^'fb:^ h U -i? A ( 6 0 %) 436 mg 1 -^P^ 
y$-:^^y':^> 2.67 g ^S^tSCTAPX-s 4 0''C(3T3. 5I^P^M#bfco S/i&rft 



1 
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7A^D^ h^^^^-f — :fi^^J^^;i/ : ^DD^;i/A=4 : 1 : 1 Iz 

T^m) t3T)lt^U 3- [4- (N-;t-^^7^>>;u-t-:/h^ri^3!7;i/5tfr:;i. 
T5.y) yjL-)i2 rpt::^>^p<^;ua:;^5^;i/ (flftfe*fit4tlK) 1.59 g 
tz (TH3>S/i&^ ( 6 4 ) ) o 




±iaS/i&^ (6 4) T•^#fe<b^t)<&ffiV^Ts ^igfi«J2 4®Sj;&^ (6 1) TjiH 
-^fe7J?£i:fRl^®Mft?:^TV\ 3- [4- {l^-^^^^i^Jl-t-yh^S^ti 
;i/;J^-;i/7'^y) 7a:-;u3 rDlf;!l->^ (ilij^: 4 6~4 8''C) ^mtz (TIB 
(65) ) o 




mmm2 4(D^m^ (5 ?) -?:f#fc'fb^t)St>-±HB-Sii&i^ (6 5) T-f#fc<b^ 
1 3®S/i&^ (4 4) XttHWJ 1 4 illSI^^Ot^ft^^fTV^ 
it^m 1 0 8 (^^feJtei*^^®) ^mtz (TiaSii&iC ( 6 6 ) ) o 
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EtN=C=N(Ch^)3NMej - HCI 
HOBt-HgO 



DMF 




^OatBu 
^-0 H 



MeS 



COatBu 



ih^m 1 0 8 



(6 6) 



mmm2 6] 

1.69 g ©-fb-^^l 0 0<&5^ h^t Kn7^> 15 ml St>V^y— ;i/ 5 ml Iz 
mMLtzmm:i4Mtkm 2 mi ^iJU^. 5 0°C{3T2 2 . SBtP^Jtlf Ufco S/^; 

D:tv;i/A= 1:2:2. 1:3: lRV^^^V-> : g^^ji^;i/= 1 : 4(CTJli^^ 

mm) izxmmh. it^mio9 (m}^:9 2. 5-9 4°c) 1.27 g ^mtz ( 

TffiSii&St ( 6 7 ) ) o 




(6 7) 



^t-^m 10 9 



[^»J 2 7 ] 



WO 01/02344 52 PCT/JPOO/04406 

it-^!^ 10 1. it-^im 8 4swb^tj8 5 ^fflv>T. mmm 2 e tmrncomiip 

(6 8) -cm^ti. R"Sl>*m*sai 3tz^x-r^i^®'fb^i^l 1 



COJMb 



(6 8) 





m 






^b^ifei 110 


3 


Me 


38.5-40 


<b^1$D 111 


2 


H 


66-70 


it-^^ 112 


3 


H 


101-110 
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850 mg ©fb'&t) 90^7=-h^th*D7^> 10 ml RV':!^^ J — ;i/ 10 ml {3^ 

m\^fzmm^im.\\^± h "^atk^^m {im.i'ci- h >j "^7^ 577 mg . tk lo mi ) 

WMM\.. it-^m 1 1 3 : 1 0 6~ 1 0 8"C) 770 mg ^mit (TBH>Si5& 

^ (6 9) ) o 



immm 29] 

1 ) 5.27 g coit^^9 1 h^t Kn7-7> 50 ml 2^1/^0^ ^ y — ;i/ 50 ml Iz 

mm\.rzmmiz7i<.mih± h u '^7A7k^M (tk^^l^ h -^a 3.52 g ^ 7jc so mi 

til 14 (ife;^: 1 0 4-1 0 6-C) 4.92 g ^mtzo 

2) 254 mg (Dih-^^Q 1 ^^t^ h^t Kd7-7> 3 ml StJfJ^^S' ^ — ;U 3 ml izm 

mLtzmmiZ7i<M<ti- h ^ixyiamm i7mit± h a 190 mg . tk 3 mi ) 
^m^. 5 o^cizx 5 mmmnvfzo ^jitmz^mm^m^xm^^tLtz'^. ^ 
DD7i^;uAtcTjiijmbs ^mm^MTi^mm^^^iy'^i^izx^i^i^tzo mm^m 
&~f^^Lxmtzm^m^^i^vti^)v^^A^n-^h^^y^— {^uu-^.ji 

A : ;)<^y-;i/=2 0 : HzxmtH) Izxmmu it^^l 1 4 (iii;^ : 4 9~ 
5 1-C) 185 mg ^ntz (TBBSJi&^ (7 0) ) o 




(6 9) 



it^^ 113 
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<t^m9 1 




EtOH 
THF 



MeS 



CXJgH 



(7 0) 



ib^^ 1 1 4 



immms o] 

5 3 -"fb^^ 6 4 s it-^!^ 6 6 --fb^ 8 3 s <t,^^ 8 6 --it^m 8 9 . 

-fb-^t) 9 2 --fb^i^ 9 4 . <b-^;^ 9 6 —fb^igu 9 9 . it-^m 1 0 2 --it-^m 1 0 

6 Smb-^tJ 10 9 Mb^tJ 1 1 0 ^fflV^T^itSfi^J 2 8 ZJ:I>-|IWJ 2 9 iilSIlt® 
»ft^fTV\ (7 1) T-a^n. R''='~R'*\ nZfclh'XAS^l 4«;l^t* 

1 7 izB-rmmcDit'^m 1 1 sMb-^^^i e 2^mtzo cn^o^b-^TOitj^* 

#-frT3g 1 4 1 7 tl^xTo 




(7 1) 
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204-206 


188-193 


114-117.5 
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K 








QO 
(A 

o: 


r> 
-p 
oo 

o 


TT 
Jl. 

CO 

o 
o 


r> 
-p 

GO 

6" 
o 


OO 

6" 
o 


*T" 

o 
o 


1 

o 


e> 

6" 
o 


r- 
r> 

X 

CO 

o 
o 


CO 

X 

o 


m 

cr 


X 


X 


X 


X 


X 


X 


X 


X 


X 


CO 

oc 


X 


X 


X 


X 


X 


X 


X 


X 


X 


X 


1 


1 


1 


1 


1 


1 


1 


1 


1 


c 






CM 


CM 


CM 


CM 


CM 






m 

lO 


0) 

:s 


0) 


X 

CM 

o 
o 

CM 

X 

o 


(U 
X 

o 
o 

Csl 

X 

o 


x* 
z 
o 
o 

eg 

X 

o 


X 


X 


s . 


a> 


lO 

cr 


X 


X 


X 


X 


X 


X 


X 


X 


X 


r> 
to 

a: 


CO 


00 

a 


if) 


cn 
a> 


CO 


00 


co=0 


CO 

o 

X 


CO 

\ 

o 

X 




in 


LO 

in 


CO 

in 


in 


00 

in 


in 


O 
(O 




eg 












AJ 


AJ 


AJ 


AJ 


AJ 



lie 

II? 
1* 

T 

I 

II 

X 



wo 01/02344 PCT/JPOO/04406 

59 

mmms i] 

600 mg (Dit-^mi 0 7<&^ib^^u> 4 ml izmmi^tzmmiz h y 

K 2 ml ^m^. ^UizxS. 5B#P^Jt#Lfeo mm^US.T^^Ltzm. Mff 
^mVXit-^mieS (ili;^:16 3. 5~16 9. 5°C) 548 mg Seffco ( 
THBSJiSiC ( 7 2 ) ) c 



it-^!^ 10 7 CF3CO,H 
CH^CI, 




COjH 

(72) fb^!^ 1 6 3 

mmm a 2 ] 

it^^m 10 8 ^fflVA-t. iiitgfi?ij3 1 tmm(Dmi'^^m\ it-^m 1 e 4 cuiiM 

: 1 5 1 ~ 1 5 S-C) ^mtco (TIHSliS^ ( 7 3) ) o 




immm s a ] 

2 4 ^ 2 5 > nmm i e &xfmmm i 7 hisHt^sf^tc j; t? fife 

^b^^fflV^X> ^WJa 1 i:|pI^®Sf^^tT(,\ (7 4) tr^^tl. R 

'"SlJ^'qAs^l 8 Iz^vT^jtCD-fb-^tl 1 6 SMb-^J^l 6 8 fco Cin?)CD<b 
^tJO^i^l/'i' hD;^ri/>f ;r>'fbKM>^^^J' h;b (E S I MS) ©m/zfas 
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6 0 F2S4 (0. 2 5mm) . mmmm. ; ^pd;J^;ua : ;i/= 10:1) 



Me 



(Ch^)C02R 



59 



(74) 



^1 8 





q 




ESIMS : m/z 




it-^^ 165 


3 


Me 


432 (MH*) 
454 (MNa*) 
430 [(M-H)"] 


0.35 


it-^^ 166 


4 


Me 


446 (MH*) 
468 (MNa*) 
444 [(M-H)"] 


0.35 


^b^i^D 167 


4 


Et 


460 (MH*) 
482 (MNa*) 
458 [(M-H)'] 


0.35 


it-^^ 168 


6 


Me 


488 (MH*) 
510 (MNa*) 
486 [(M-H)"] 


0.35 
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im.mm i ] 

(Cell Growth & Different iatlonx ^7#. ^213M-^221H> 1996^) 

m-i^^m^m^'^rzmmnmm (7xio'f@/weii) 4e7i;u=i^-':7'> 

1 0%^i^MmRU2 0 0>ug/iiil Geneticin G418^^ 
trDulbecco's modified Eagle* s medium (DMEM) 5 %j^^:*fy^#fBMT> 3 
7'CIZX2 4mmmmLtzo "^(Omm^mmmA [DMEM^tllOmM HEPES( N-2-hy 
droxyethylpiperazine-N' -2-ethanesulfonic acid)h0.1% BSA(bovine serum a 
lbumin)^^tf] 4°Ct3T 3 O^P^ru^ >^j.^- h Lfco 
mmmB (DMEM^^tclOmM HEPESi:0.5 % BSA^^tf) tz^glU ^l dlZmT^^ 

i5fe?tU:to ^l^i^#s ^^JL)VIZ 0.5M NaOH O.Sml^Jljnx.. MiSirT 3 0:^*^{t 

xmm^mmi^tzo ^'^:^)i(Dmm.mm'^(Dmm^\i^is>-^tio>if—izxm] 
^ LT [ ' " I ]-v E G F (D^f^^m^mmLito [ ' ' ' I ]- V E G F (D^mmmi^ 

10nM(D#^^VEGF^t#TT-©^^T«y-fe-r (competition assay) tcJ: 
t) b> [ ' ' I ] - V E G F CDS^lj^^S i:®IIA*^['"I]-VEGF 

^m^mtHLtzo 
m.mit-^'^<D^^mmm^ik(D^iz^iommi^tzo 

i^^mmm (%) = 

is^ib-^ti^jppcD ['''I3 -VEGF n^mm^^-^M 

1 1 ■ ] X 1 0 0 

D> hD-;i/g¥(Z) -VEGF#^fl*J?^^fi 

^®fiS*^?,^®^<b^®5 0%J^^Pfl^?^« (ICso) ^S^mUfeo ^Ol^^ 
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1 9 





IC5o(//M) 


it-^^ 27 


0.68 


it-^^ 28 


0.71 


it-^^ 113 


0.28 


it-^^ 114 


0.42 



0*J<fcUf^2 1 {z^nTo 
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m2 0 



PCT/JPOO/04406 





IC5o(//M) 


ita^ 27 


0 51 


it-^^ 28 


0 42 


it^^ 29 


1.19 


Ib^l^a 31 


1.23 


it^^ 32 


0.93 


ita^ 33 


0 26 


it^^ 34 
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